Background Although the use of laparoscopic resection for colon cancer (LRC) has been increasing, conversion to open surgery sometimes becomes necessary because of intraoperative difficulties. Although the Glasgow prognostic score (GPS) is well known to be a predictor of outcome in patients with various cancers, it is unclear whether the preoperative GPS can predict the need for conversion from laparoscopic to open surgery. Objective To investigate factors predictive of conversion from laparoscopic to open surgery in patients with colon cancer. Methods Data from 308 consecutive patients who underwent LRC between January 2006 and March 2017 were retrospectively enrolled. Preoperative clinical factors in patients who had undergone LRC were compared between conversion and non-conversion groups, and multivariate regression analysis was performed to identify preoperative factors that might predict conversion from laparoscopic to open surgery. Results Among 308 patients who had undergone LRC, conversion to open surgery was necessary in 28 (9.1%). Sixteen of the latter patients (6.8%) had GPS 0 (among a total of 234) and 6 (11.5%) had GPS 1 (among a total of 52). The proportion of patients with GPS 2 who required conversion was 27.2% (6/22), which was significantly higher than for those with GPS 0 or 1. Multivariate analysis demonstrated that GPS 2 (odds ratio [OR] 3.352; 95% confidence interval [CI] 1.049-10.71; p = 0.041) and preoperative ileus (OR 7.405; 95% CI 2.386-22.98; p = 0.001) were independent factors predictive of conversion from laparoscopic to open surgery. Conclusions A high preoperative GPS is an independent factor predictive of conversion from laparoscopic to open surgery in patients with colon cancer.
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undergoing elective LRC requiring conversion from laparoscopic to open surgery is reported to be 10-23% [6, 7] . In order to reduce this conversion rate, adequate patient selection is required.
The Glasgow prognostic score (GPS) is an inflammationbased prognostic system involving only serum C-reactive protein (CRP) and albumin, and widely considered to be one of the most useful scoring systems for prognostication of patients with various cancers [8] [9] [10] . However, no previous studies have investigated the relationship between the GPS and conversion from laparoscopic to open surgery.
Here, we hypothesized that patients with a high GPS might have not only a poorer prognosis but also a higher likelihood of requiring conversion from laparoscopic to open surgery than those with a low GPS. To verify this hypothesis, we conducted a retrospective cohort study to investigate whether the preoperative GPS in patients with colon cancer is predictive of conversion from laparoscopic to open surgery.
Patients and methods
For this study, we enrolled 308 patients who had undergone LRC at Dokkyo Medical University Hospital between January 2006 and March 2017. None of them had undergone laparoscopic surgery for rectal cancer or benign diseases. Patients who had undergone LRC combined with hepatectomy for hepatic metastasis were excluded. The 308 patients with colon cancer were reviewed retrospectively, and preoperative and intraoperative data for the same period were collected.
We considered that LRC was indicated for patients with colon cancer that had been diagnosed clinically as T1-T4a/ N0-2/M0-1 on the basis of preoperative colonoscopy and abdominal computed tomography (CT). If preoperative ileus had been sufficiently improved by decompression, LRC was approved for such patients by preoperative conference. Even when LRC had been approved, the final decision was confirmed after the patients had furnished informed consent.
For univariate analysis using logistic regression, patients were divided into two age groups (≥ 65/< 65) on the basis of the definition of "elderly" by the World Health Organization [11] . Body mass index (BMI) was divided into two categories (≥ 25/< 25) on the basis of the definition of obesity [12] . Preoperative ileus was diagnosed when abdominal CT demonstrated colon or small bowel distension accompanied by symptoms such as nausea, vomiting, and abdominal pain.
Laboratory parameters including hemoglobin (Hgb) (upper physiological value, 12 g/dL), CRP (upper physiological value, 0.14 mg/dL), albumin (upper physiological value, 4.1 g/dL), and tumor markers such as carcinoembryonic antigen (CEA) (upper physiological value, 5.0 ng/mL) and carbohydrate antigen 19-9 (CA19-9) (upper physiological value, 37 U/mL) were measured on the initial day to exclude signs of clinical improvement resulting from treatments such as blood transfusion or total parenteral nutrition (TPN).
The GPS was estimated as described previously [8, 9] . Patients with both an elevated CRP level (> 1.0 mg/dL) and hypoalbuminemia (< 3.5 g/dL) were allocated a score of 2. Patients with only one of these biochemical abnormalities were allocated a score of 1, and patients with neither were allocated a score of 0. Therefore, the cut-off values of CRP and albumin were determined on the basis of this definition.
Tumor location was determined by preoperative colonoscopy or barium enema and reconfirmed using intraoperative observation. The cecum, ascending colon, and transverse colon were defined as the right-sided colon, whereas the descending colon, sigmoid colon, and rectosigmoid colon were defined as the left-sided colon.
Conversion to open surgery was defined as follows: (1) An incision longer than 8 cm was required. Very large tumors that required an incision exceeding 8 cm were excluded on the basis of this criterion. (2) Open techniques were used. The decision to convert from laparoscopic to open surgery was finally made at the discretion of the surgeons. Therefore, tumor size was also divided into two categories (> 7/≤ 7 cm) for univariate analysis.
Data were expressed as the median with range. Differences between the two groups divided by the need for conversion (±) or the GPS (0-1/2) were analyzed using the Mann-Whitney U test or Chi-Squared test. Univariate and multivariate analyses were performed using logistic regression. Statistical analyses were performed using the SPSS statistical software package (version 23.0, IBM Co., New York, NY, USA) at a significance level of P < 0.05.
Results
This study included 172 males and 136 females with a median age of 68 years (range 31-100 years); 234 had GPS 0, 52 had GPS 1, and 22 had GPS 2. Seventeen patients had preoperative ileus. Among them, 7 patients underwent preoperative decompression using long tube insertion (n = 5) and colonic stenting (n = 2). The other 10 received TPN instead of oral intake. Conversion from laparoscopic to open surgery was needed for 28 patients (9.1%). The conversion rate in patients with GPS 2 was 27.3%, and that for patients with GPS 0 and 1 was 6.8 and 11.5%, respectively. The conversion rate for patients with GPS 2 was significantly higher than that for patients with GPS 0 or 1. There were no significant differences between the two groups (conversion +/conversion −) in terms of age, gender, BMI, American Society of Anesthesiologists (ASA), presence of cardiopulmonary disease, previous laparotomy, preoperative Hgb and CEA levels, tumor location and size, and pathological tumor-node-metastasis (pTNM) stage and pathology. Preoperative ileus and very large tumors were observed more frequently in patients who required conversion than in those who did not ( Table 1 ). The conversion rate in patients with preoperative ileus was 41.2% (7/17) and that in patients with very large tumors (> 7 cm) and with stages III and IV was 20.7% (6/29) and 14.4% (17/118), respectively.
Patients with GPS 2 had a significantly lower BMI than those with GPS 0 or 1. The preoperative serum level of CEA was significantly higher in patients with GPS 2 than in those with GPS 0 or 1. However, there was no significant difference between the two groups (GPS 0 or 1/GPS 2) in the preoperative serum level of CA19-9. The preoperative Hgb level was significantly lower in patients with GPS 2 than in those with GPS 0 or 1. Although there were no significant differences between the two groups in tumor location and pathology, tumor size and pTNM stage were more advanced in patients with GPS 2 than in those with GPS 0 or 1. The median size of the tumor in patients with GPS 0 or 1, and those with GPS 2, was 3.5 and 5.1 cm, respectively ( Table 2) .
Univariate analyses revealed that preoperative ileus (presence/absence), GPS (2/0,1), very large tumor (> 7/≤ 7 cm), and pTNM stage (III, IV/0, I, II) were associated with conversion from laparoscopic to open surgery (Table 3) . Multivariate analysis using these four selected factors demonstrated that the presence of preoperative ileus and GPS 2 were independent factors predictive of conversion from laparoscopic to open surgery ( Table 3) .
The reasons for conversion to open surgery are listed in Table 4 . Major reasons for conversion were severe intraabdominal adhesion (n = 9) and a narrow operative space (n = 9). Direct invasion to adjacent organs was an additional reason (n = 7), and pathological examination revealed that such direct invasion was diagnosed in only three patients. Other reasons for conversion were uncontrollable intraoperative bleeding (n = 2) and hypotension (n = 1). The conversion rate in patients with preoperative ileus was 41.2%. Two patients had both GPS 2 and preoperative ileus, and both underwent conversion to open surgery (data not shown).
Discussion
The GPS is a well-known inflammation-based prognostic system used in patients with various cancers. Forrest et al. first reported the prognostic use of the GPS in patients with non-small-cell lung cancer in 2004 [8, 9] . In 2007, McMillan et al. and Ishizuka et al. subsequently reported that a high preoperative GPS was able to predict poor outcome after resection of colorectal cancer [13, 14] . However, the relationship between the GPS and conversion from laparoscopic to open surgery has never been investigated. To our knowledge, this is the first retrospective study to have investigated the relationship between the preoperative GPS and conversion from laparoscopic to open surgery in patients with colon cancer. Our findings revealed that a high preoperative GPS was associated with conversion from laparoscopic to open surgery. Although preoperative ileus, preoperative GPS 2, tumor size (> 7 cm), and stage (III, IV) were factors predictive of conversion from laparoscopic to open surgery, BMI, male gender, ASA, and previous laparotomy were not related to conversion from laparoscopic to open surgery in this study.
A meta-analysis of laparoscopic colorectal cancer surgery has concluded that laparoscopic resection was less likely to be completed in males and in patients with a high BMI [15] . It is well known that male gender, presence of rectal cancer, and a high BMI are factors predictive of conversion from laparoscopic to open surgery due to the narrow pelvic space and technical difficulties [16] . These factors were not considered in the present study because no rectal cancer patients were included and most patients had a lower BMI than those reported in western countries [17] .
The same meta-analysis reported that laparoscopic resection was less likely to be completed in patients with locally advanced tumors and rectal tumors [15] . As a matter of course, locally advanced tumors such as those at stage III and IV, and also very large tumors, would have had a higher likelihood of necessitating conversion from laparoscopic to open surgery in the present series. However, tumors at stages III and IV, and those that were very large, were not significantly associated with such conversion. Multivariate regression analysis demonstrated that preoperative ileus and GPS 2 were independent risk factors for conversion to open surgery, rather than stage III and IV and very large tumors. This study is the only one so far to have considered not only gender, age, BMI, ASA, previous laparotomy, and cardiopulmonary disease, but also preoperative ileus and GPS; most previous studies that investigated conversion to open surgery in LRC did not consider these preoperative factors, including GPS [1, 2, 17, 18] .
Although patients with preoperative GPS 2 had a lower BMI than those with GPS 0 or 1, the former showed a higher rate of conversion than those with GPS 0 or 1. A high GPS was defined as the presence of hypoalbuminemia and an increased serum level of CRP. It is well known that the serum levels of albumin and CRP are related to inflammation due to the influence of inflammatory cytokines such as IL-6 [19] . In addition, cancer progression is closely associated with inflammation induced by abundant pro-inflammatory cytokines [20] . Therefore, a high GPS may reflect not only cancer progression but also the systemic inflammatory response, rather than conventional tumor-related factors such as stage and a very large tumor size. It has been reported that preoperative hypoalbuminemia was the most important factor predictive of conversion to open surgery in patients undergoing laparoscopic cholecystectomy for cholecystolithiasis [21] . A high GPS, which includes hypoalbuminemia, would be a very feasible indicator to predict conversion in laparoscopic surgery patients with malignant disease, because hypoalbuminemia would also be strongly associated with conversion in benign disease.
Preoperative ileus was a factor strongly predictive of conversion to open surgery in the present study. In fact, approximately 15-22% of patients with colorectal cancer have symptoms of acute obstruction [22, 23] . Most patients with bowel obstruction undergo open surgery or emergency surgery instead of laparoscopic surgery, because bowel obstruction is one of the most common reasons for conversion to open surgery [24] .
Recent studies have revealed that colonic stenting, as a bridge to elective surgery, can contribute to not only an increased rate of laparoscopic surgery but also to a decreased conversion rate [25, 26] . Although most of the present patients with preoperative ileus were managed by TPN instead of oral intake, intraoperative bowel distension was not fully improved. Therefore, laparoscopic surgery in such patients would be more difficult than for those without preoperative ileus, and the rate of conversion to open surgery might be increased in such patients. Surprisingly, in the present study, the conversion rate was 100% in patients who had both preoperative ileus and GPS 2.
In conclusion, this retrospective study has demonstrated that the GPS is applicable for routine preoperative clinical assessment of patients with colon cancer and is useful for decision-making. Because a high preoperative GPS is associated with a high rate of conversion to open surgery, the GPS would be a feasible and valuable tool for surgical decision-making in colon cancer patients undergoing LRC.
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